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IriSP'^g of Claims; 

I- (origiiial) A method of treating or preventing an amyloid-related disease in a subject 
comprising administering to said subject a therapeutic amount of an amidine compound. 

2. (cancelled). 

3. (original) The method according to claim I. wherein said compound is a bis(amidine) 
compound. 

4. (original) The method according to claim I« wherein said compound is a bis(benzamidine) 
compound. 

5. (currently amended) The method according to claim 1, wherein said compound is selected 
according to the following Formula * onch that amyloid fibril formation or deposition, 
ocnrodoEcncration, or coltular toxicity is Foducud or inhibited : 

(FomiulaX) 

wherein each R''^ R^-. R^^, and R*^" is independently a hydrogen, a Z group, or R^^ 

and R^^ or R^ and r'*'^ arc both taken together along with the nitrogen atoms to which they are 
bound to forni a ring structure; 

each of and is independently a direct bond or a Unking moiety; 
ra and q are each independently an integer selected from zero to five inclusive, such that 
3Sm+q<5; and 

A is a carrier moiety selected from substituted or unsubstitmed aliphatic and aromatic groups, 
and combinations thereof; such that ihei Y and Y" moieiies are bonded to an aromatic group; 
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Z is a substimied or unsubsriTined moieiy selected from strmght or branched alkyl, cycloalkyl, 
alkoxy, tbioalkyl, alkenyl, alkynyl, heierocycUc, carbocycljc, aryl, aryloxy, aralkyl, 
aryloxyalkyl, orylaceiamidoyl, alkylaryl, heteroaralkyl, alkylc^bonyl. arylcarbonyl. 



heteroarylcarbonyl. or beieroaryl group. (CR'R")q.,qNR'R", (CR'R")o,3oCN, NO2, halogen, 
CCR'R")o,ioC(halogen>3, (CR'R")^.,oCH(balogen)2. (CR'R")o.ioCH2(halogen), 
(CR'R")o, joCONR'R", (CR'R")^io{CNH)NR'R'V (CR'R'V joS(O) j.^NR'R", 
(CR'R'ViqCHO, (CR'R-)o.,oO(CR'R^%.ioH, (CR'R")o.ioS(0)o.3R'^ 
(CR'R'%.it>0(CR'rV,oH* CCR'R'VioS(CR'R")o,3H, (CR'R'VioOH, (CR'R")o.ioCOR% 
(CR'R")Q.io(s"**stituied or wsubstituied phenyl), (CR'R")o-io(C3-Cg cycloalkyl), 
(CR'R"}o-io^^2J^% (CR'R")o-io^*^* gr«>up, or the side chain of any narurally occurring 



R' and R" are each independently hydrogen, a C^-C^ alkyl, C2-C5 alkenyl, C2-C5 alkynyl, or 
aryl group, or R' and R" taken together are a benzylidenc group or a -(CH2)20(CH2)2- group; 

and pharmaceutically acceptable salts thereof. 

6. (currently amended) The method according to claim I, wherein said compound is selected 
according to the following Formul a^ such thai amyloid fibril fonuqtion or deposition, 
^wrodogcncraiioa^ t»r ccilulor tojdcit^^ ifi reduced or inhibit e d : 



wherein each R**. b!^\ R^, R**^, and R*^' is independently a hydrogen, a Z group, or R*^ 
and R*^' or R^ and R^^ are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 



amino add; 




] 2 

each of Y and Y is independently a direct bond or a linking moiety; 



I 2 1 
each of R and R is independently a hydrogen or a ^1 group, or two adjacent or proximate R 
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or groups taken together with the ring to which they are bound foim a fused aromatic, 
hetcroaroraaiic, cycloalkyl, or heierocylic structurej 

] 2 

each of X and X is independently an alkylene group, an oxygen, a NR' group (where R' is 
hydrogen, a C^-C^ alkyl, C2-C5 alkenyl, C2-C5 alkynyl, or aryl group), a sulfonamide group, a 

carbonyl, amide, CJ-C5 aUcylene group, C2-C5 aikenyi group, C2-C5 alkynyl group, or a sulfur 
atom, or combinations thereof or a direct bond; 



M is an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene gniup, an 
alkylaminoalkylene group, atbioalkoxyalkylene group, an arylenedialkylene group, an 
alkylenediarylene group, a heteroarylenedialkyiene group, an arylene group, a heieroarylene 
group, an oligoethereal or oligo(alkyleneoxide) group, or an arylene-di(oligo^kyJeneoxide) 
group, each of which may be substituted or un^ubstituted; 



Z is a substituted or unsubstituied moiety selected from straight or branched alkyl, cycloalkyi, 

alkoxy, thioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyl, arykceiamidoyl, alkylaryl, heieroaralkyl, alkylcarbonyl, ajylcarbonyl, 
beteroarylcarbonyl or heteroaryl group, tCR'R'^)o,^QNR'R'\ (CR'R")o_ioCN, NO2, halogen, 

(CR'R")Q^loC(balogen)3, (CR'R'VioCHthalogen)^, (CR'R")o_jQCHi(halogen), 
(CR'R'VioCONR'R", (CR'R"Vi(>(CNH)NR'R", (CR'R")o.ioS(0)j_2NR'R", 
(CR'R")o.ioCHO, (CR*R-)o,joO(CR*R")o.j^H, (CR^R")o-ioS(0)o.3R% 
(CR'R VioO(CR'R")o-ioH, (CR*R")o,joS(CR'R'V3H, (CR'R'ViqOH, (CR'R'VjoCOR\ 
(CR'R")o.jQ(subsiimted or unsubstituted phenyl), (CR'R")Q.^Q(C3-Cg cycloalkyi), 
(CR'R'Oo-io^^OlR''' (CR'R")o-loO*^' gr^^P' ™ ^ of any naturally occuuing 

amino acid; 

R* and R" are each independently hydrogen, a CpC^ alkyl, C2-C5 alkenyl, C2-C5 alkynyl, or 
aryl group, or R' and R'' taken together are a benzylidene group or a -<CH2)20CCH2)2" group; 

m and q are each independently an integer selected from zero to four inclusive, and a and p are 
each independently an integer selected from zero to four inclusive, such thai mi-n**5 and 
pi-q^^S, wherein either m or q is at least one; 

and pharmaceutically acceptable salts thereof. 
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7. (currently amendeii} The mexbod according to claim I , wherein said compound is selected 
according to the following Fonnul ai s uch that - amyloid fibril forroation or dcpositfon^ 
nourodcewcration, a r ocUular toxicity is reduced or iubibitod : 



wherein esw:h R^, R^^ and R^" is independently a hydrogen, a Z group other 

than a substinited aryl group or a substituted alkyl group, or R*^ and R^^ or R^ and R*^" are 
boih takea logeiher along with the niirogen atoms to which they are bound to form a ring 
siruciure; 

Y ^ is a direct bond or a linking moiety; 

R^ is a hydrogen or a Z group, or two adjacent or proximate R^ groups taken together with the 
corresponding groups and the ring lo which they are bound form a fused aromatic, 
heieroaromatic, cycloalkyl, or hetcrocylic structure; 

is an alkylene group, an oxygen, a NR' group (where R* is hydrogen^ a C j-C^ alkyl, C2-Cj 
alkenyl, C2-C5 alkynyl, or aryl group), a sulfonamide group, a carbonyl, amide, C J-C5 alkylene 
group. alkenyl group, C2-C5 alkynyl group, or a sulfur atom, or combinations thereof or 

a direct bond; 

Z is a substituted or onsubstimtcd moiety selecied from straight or branched alkyl, cycloalkyl, 

alkoxy, thioalkyl, alkenyl, alkynyU heterocyclic, carbocyclic, aryU aryloxy, aralkyl, 

aryloxyalkyi, arylacetamidoyi, alkylaryl, heteroaralkyl, alkylcarbonyl, aryicarbonyl, 
heteroarylcarbonyl, or hcteroaryl group, (CR'R")y,,oNR'R", (CR'R")q.ioCN, NO^, halogen, 

(CR'R")o,io<^t**^^fi«n>3' (CR'R")o.ioCH(halogen)2. (CR*R'')o_joCH2(halogenX 
(CR^R'VioCONR'R^ (CR'R'%.,o(CNH)NR'R" (CR'R%ioS(0)i.2NR^ 
(CR'R'VioCHO. (CR'R")o.ioO(CR'R%ioH^ iCWR:\,^^StO)^^R\ 




(Formula II) 
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(CR'R")o.|oO(CR'R")o-ioH^ (CR'R")o.ioS(CR'R")o.3H, (CR'R'VioOH, (CR'R'VioCORN 
(CR'R")(j.jQ(subsmuted or unsubstitwed phenyl), (CR'R'Oo^jqCCj-Cj cycloalkyl), 
{CWK\_^qC02K\ or (CR'R">o.|oOR' group, or the side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, ^CyC^ alkyl, alkenyl, C2-C3 alkyn>l, or 
aryl group, or R' sixid R'' taken together are a benzylidene group or a -(CH2)20(CH2)2- group; 

m is an integer selected from one vo six inclusive, and n is an integer selected from zero to five 
inclusive, such that m"m=6; 

and pbarmaceutically acceptable salts thereof. 

S. (currently amended) The method according to claim 1 , wherein said therapeutic compound is 
selected according to the following Formul a^ such that oniyloid fibril formattop or 
dcpoflirioo, a c urodogcnprftlioOl or cpllular toxigity is^-cducod or inhibitixt : 




(Formula III) 



wherein each R^^ R^, R^^ and R^^ is independently a hydrogens a Z group, or R^' 

and R^^ or R*^ and R^* are both taken together along widi the tiitrogen atoms to M*ich they are 
bound to form a ring structure; 

each of Y ' and is independently a direct bond or a linking moiety; 

each of R^ and R" is independently a hydrogen or a Z group, or two adjacent or proximate R^ 
or R gtoups taken together with the ring to which they are bound form a fused aromatic, 
beteroaromatic. cycloalkyl, or heterocylic snruciure; 
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each of an<J is mdepeod^ndy selected from the group consisting of hydrogen, substituted 
or unsubstituted straight or br^ched allcyl, cycloalJcyL carbocycUc, aryl, heterocyclic^ and 
heteroaryl; 

each of X and X is independently an alkylene group, an oxygen, a NR' group (where R' is 
hydrogen, a C J-C5 alkyU C2-C5 alkenyU C2-C5 alkynyl, or aryl group), a sulfonamide group, a 
carbonyU amide, C J-C5 alkylene group, C2-C5 alkenyl group, C2-C5 alkytiyl group, or a sulfur 
atom, or combinations thereof or a direct bond; 

M is an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene group, an 
alkylaminoalkylene group, a thioalkoxyalkylene group, an arylenedialkylene group, a» 
alkylenediarylene group, a heteroarylenedialkylene group, an arylene group, a hetcroarylene 
group, an oligoeihereal or oligo(alkyleneoxide) group, or an arylene-diCoIigoalkyleneoxide) 
group, each of which may be substituted or unsubstimted; 

Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 
alkoxy, thioalkyl, alkenyl, alkynyl, heterocyclic, carbocyciic, aryU aryloxy, aralkyl, 
aryloxyalkyl^ arylacetamidoyl, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyU or heteroaryl group, (CR'R")o. jqNR'R", {CR'R")o,,(jCN, NO2, halogen, 
(CR'R")o.,oC(halogen)3, (CR*R")o.,oCH(halogen)2, (CR'R")o.ioCH2(halogen), 
(CR'R'VioCONR'R", tCR'R'Vio(CNH)NR'R", (CR*R'VioS(0)i.2NR'R'\ 
(CR'R")o_joCHO, (CR'R")o-ioO(CR'R'')o.loH' (CR-R")o-ioS(0)o.3R% 
(CrR")o.joO(CR'R%.i^H, (CR'R")o.ioS(CR'R")o-3H, (CR'R")o.ioOH. (CR'R")o.ioCOR\ 
(CR'R")o.jo(^^^^™^^<i unsubstituted phenyl), (CR'R")o_jo(C3-Cg cycloalkyl), 
(CR'R'%.jqC02R\ or (CR*R")y_jQOR' group, or the side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a C^-C^ alkyi, C2-C5 alkenyl, C2-C5 alkynyl, or 
aryl group, or R' and R" taken together are a benzylidene group or a -(CH2)20(CH2)2- groups 

m, n, p, and q are each independently an integer selected from zero to three inclusive, m-m<4, 
pi-q<4, and m-t-q>l ; 

and pharmaceutically acceptable salts thereof. > 
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9. (currently siinended) The method according to claim 1, wherein said compound is selecxed 
according to the following Fonnula t Quch that ftniyloid fibril formation or deposition^ 
ncnrodoBcncrfttion, or oollnliir toKicify is rodu^od o p- inhibited : 




(FoTmula IV) 

wherein each R^^ R*^\ R^, R^", is independently a hydrogen, a Z group, or R*^ 

Kl VkO 

and R or R and R are both taken together along with the nitrogen atoms to which they are 
bound to form a ring structure; 

each of y and Y is independently a direct bond or a linking moiety; 

each of R andR is independently a hydrogen or a Z group, or two adjacent or proximate R 
or R" groups taken together with the ring to which they are bound form a fused aromatic, 
heteroaromatic, cycloalkyl, or heterocylic structure; 

R^ is selected from the group consisting of hydrogen, substituted or unsubstituted straight or 
branched alkyl, cycloalkyl. carbocyclic, aryl, heterocyclic, and heteroaryl; 



2 is a substimted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 
alkoxy, ihioalkyl, alkenyl, alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyl, arylacetamidoyl, alkylaryl, heteroaralkyl, alkylcarbonyl, arylcarbonyl, 
heieroaryicarbonyl, or heteroaryl group, (CR'R'Oq.ioNR'R", (CR'R")o. j^CN, NO2, halogen, 
(CR'R")o.ioC(halogen)3, (CR'R")o,joCH(halogeu)2, (CR'R'VioCH^ChalogenJ, 
(CR'R'V]oCONR'R'\(CR'R")o.joCCNH)NR'R", (CR'R'%.ioS(0)j.2>JR'R", 
(CR'R")o.,oCHO, (CR'R-)o.joO(CR'R")o.^oH, (CR'R'VloS(0)o-3R^ 
(CR'R")o-ioO(Ci^'^'VloH> (CR'R")o.ioS(CR'R")o.3H, (CR^R")o_ioOH, (CR'R")o.ioCOR\ 
(CR'R")o.iQ{substituted or unsubstituted phenyl), (CR'R")q^ joCCj-Cg cycloalkyl)* 
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(CR'R'')q.,^C02R', or (CR'R")o.jqOR^ group, or the side chain of any imiurally occurring 
amino acid; 

R' and R" are each independently hydrogen, a CpC5 alkyl, C2-C5 alkenyU C2-C5 alkynyl, or 
aryl group» or R' and R'* taken together are a benzylidene group or a -(Ctl2)20CCH2)7- group; 

ra and n are each independently an integer selected ftom zero to three inclusive, p and q are 
each independently an integer selected from zero to four inclusive, rai-n<4, p+q<5, and m+q2il; 



and phannaceutically acceptable salts thereof. 

jO. (currently amended) The method according to claim I. wherein said compound is selected 
according to the following Fonnul a« such that amyloid fibril forroation or dcpoQltioa^ 
ncurod^ncrationi or cellular toyleify i s rod t te c d^or inhib i ted : 




(Formula I Vb) 

wherein each R^^ R^\ R''^ R"*^, R^^, and R""^ is independently a hydrogen, a Z group, or R*^ 
and R^^ or R^ and R^^ are both taken together along with the nitrogen atoms to which they are 
bound 10 fonn a ring structure; 

each of Y and Y" is independently a direct bond or a linking moiety; 

1 ^ 1 
each of R and R" is independently a hydrogen or a Z group, or two adjacem or proximate R* 

or R' groups taken together with the ring to which they are bound fonn a fused aromatic, 

beteroaromatic, cycloalkyl» or heterocylic structure; 

3 

R is selected from the group consisting of hydrogen, substituted or unsubsiiiuied straight or 
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braached alkyl, cydoalkyl, carbocyclic, aryl, heterocyclic, and heieroaryl; 

e^h of X and X" is independently an aJkylene group, an oxygen, a NR' group (where R' is 
hydrogen, a CyC^ alkyl, C2-C5 alkeny], €2-^^ alkynyl, or aryl group), a sulfonamide group, a 

carbonyl, amide, C^-C^ alkylene group, alkenyl group, C2-C5 alkynyl group, or a sulfur 
aiom» or combinations Thwof or a direct bond; 



M is an alkylene group, an alkenylene group, an alkynylene group, an alkoxyalkylene groups an 
alkylaminoalkylene group, a ihioalkoxyaUcylene group, an arylenedialkylene group, an 
alkylenediarylene group, a hexeroarylenedialkylene group, an arylene group, a heteroarylene 
group, an oligoeihereal or oligo(alkyleneoxide) group, or an arylene-di(oligoalkyleneoxide) 
group, each of which may be sub^iimied or unsubstiuucd; 

Z is a subsiiittted or unsubstitmed moiety selected from straight or branched alkyl, cycloalkyl, 
alkoxy. thioalkyi, alkenyl, alkynyl, heterocyclic, carbocychc, aryl, aryloxy, aralkyl, 

aryloxyalkyl, arylacetamidoyl, alkylaryU heteroaralkyl, alkylcarbonyl, arylcarbonyl, 

heteroarylcarbonyl, or heteroaryl group, (CR'R")o.;ij^NR'R", CCR'R")o,^qCN, NO^, halogen, 
(CR*R"Jo4oC(halofien)3, CCR'R'VloCH(halogen)2, CCR'R'%.ioCH^^^^^^ 
(CR'R")a.lo^<^NR'R•'^ (CR'R")a.io(<^NH)NR'R*',(CR^R'%.loSCO)i.2NR'R'\ 
(CR'R")o.joCHO, (CR'R'Oo.ioO(CR'R")o-ioH. tCR'R'VioS(0)o_3R-'^ 
(CR'R")o.ioO(CR'R")o.ioH' (CR'R%ioS(CR'R")o.3H' iCR'K\,^^OH. (CR'K')^^^COR\ 
(CR*R")o,io(subsntuTed or unsubstimted phenyl). CCR'R")o,io(C3-Cg cycloalkyl), 
(CR*R")^^joC02R', or (CR'R")o.iqOR' group, or the side chain of any naturally occwring 

amino acid; 

R' and R" are each independently hydrogen> a C alkyl, C2-C5 alkenyl, C2-C5 alkynyl, or 
aryl group, or R' and R" taken together are a benzylidene group or a •"(CH2)20(CH2)2- group; 



m and n are each independently an inieger selected from zero to three inclusive, p and q are 
each independently an integer selected from zero to four inclusive, m-i-n<4, p-r-q<5, attd m+q>l; 

and pharmaceutically acceptable salts thereof 

1 1 . (currently amended) The method according to claim I, wherein said compound is selected 
according to the following Formula ysuch ihftHiwylOid fibril fonnarton or dcpositipiii 
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n^ttrodogcDorfttioa, or cellulor toxfoityis rcdttccd or inhibited : 

\ /N-A-N^R^ 

T T 

(Fonnula V) 

wherein each R*', r''^ R*'^ R*^. R*^. and R'^" is independently a hydrogen, a 2 group, or R^' 
and R*** or R*^ and R*^ are both taken together along with the nitrogen atoms to which they are 
bound to form a ting structure; 



A is a carrier ntoiety selected from substituted or unsubstituted aliphatic and aromatic groups, 

1 2 

combinations thereof; ^uch that ihe Y and Y moieties bonded to an aromatic group; 



Z is a substituted or unsubstituted moiety selected from straight or branched alkyl, cycloalkyl, 

alkoxy, thioalkyl> aJkenyU alkynyl, heterocyclic, carbocyclic, aryl, aryloxy, aralkyl, 

aryloxyalkyi, orylacetamidoyl, alkylaryl, heieroaralkyl, alkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl. or heteroaryl group, (CR'R")q_ioNR'R", (CR'R'Vio^N, NO^, halogen, 

CCR'R")o.joC(balogen)3, (CR^R"VioCH(halogen)2, (CR^R")o.,oCH2(balogenX 
(CR'R")o_ioCONrR", (CR'R"VjoCCNH)NR'R",(CR'R"Jo.,oS(0),.5NR'R'. 
(CR'RVioCHO. (CR'R")o.ioO(CR'R'Vi(>H, (CR'R")o.,oS(0)o,3R^ 
(CR*RVio^(CR*R")o.io«^ (CR'R'Oo.joS(CR'R')o.3a (CR'R"Jo.iaOH, {CR'R")o-iqCOR\ 
CCR*R")o.io(^"bstiiutcd or unsubstituted phenyl), (CR'R")o,iQ(C3-Cg cycloalkyl), 
(CR'R'%.iqC02R\ or (CR'R'%.jqOR* group, or the side chain of any naturally occurring 

amino acid; 

R' and R" are each independently hydrogen, a CpC^ alkyl, C2-C5 alkenyl, Cj-C^ aikynyl, or 
aryl group, or R' and R" taken together are a benzyJidene group or a -(CH2)20tCH2)2- group; 



and phannaceutically acceptable salts thereof. 

12. (currently amended) The method according to claim 1 , wherein said amyloid-related disease 
is an Ap ttmytoid-rclutcd disease associated with amvioid-B . 
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13, (origiQal) The method according to claim 1 , wherein said amyloid-related disease is 
Alzheimer's disease, cerebral amyloid angiopathy, Down's syndrome, or inclusion body 
myositis, 

1 4, (origiQal) The method according to claim 1 , wherein said amyloid-related disease is type II 
diabetes. 

1 5. (ongiiial} The method according to claim 1, where said subject is a human. 

16. (currently amended) The method according to claim 5^, wherein said ring structure is selected 
fix)m the following: 



, wherein r is an integer from zero to 4 inclusive, 



ft 

R , wherein r is an integer from zero to 2 inclusive. 





R t wherein r ia ae iottgcr from zero to 6 ip<Ju»ivoi or 



.wherein r is an integer from zero to 4 inclusive, and 



Z and are as defined in - c j laim 5 are each independently a substituted or unsubstituted 
moiety jiclectcd fron^ straight or branched alkvL cYcloalkvl^ alkoxv^ thioalkvK alkenvl, 
alkvnyl^ heterocyclic^ carbocydic^ aryU aryloxy, aralkyK aryloxyalkyl, arYiacetamidovl, 
allcylaryK heteroaralkyl^ aUcvlcarbopYl^ arvlearbonvK heteroarvtearbonvt or hetero ryl 



Page 12 of 32 



PAGE15/35*RCVDATM0045:49:56PM [Eastern Standard Tm^^ 



Feb-09-04 05:53pffi Froni-LAHIVE+COCKFIELD 617 7424214 T-rrO P. 16/35 F-080 

Application No.: 10/73 \ .463 Oockei No,: NB J- 105CN 

PreHminary Amen^Jmem 
Filea February 09, 2004 

fiToup, rCR>R'>)^NR'R^ (CR'R>>)^CN. NQ., halogen. (CR'R'^>n^ahalQRea)y 
(rR>R>^)j^CmhalopenU. fCR^R^^^CH.f halogen), fCR>R")^CONR'R", 
(CR-R-^>O j ^(CNH)NR-R» fCR^R^!);^ ^^^^ (CR'R" WCHO, 

fCR'R-)„_ ^Qf CR-R^-^j^^H, fCR-R-)n ^SfOL ^R% (CR-R")n^QfCR-R-)^ nH, 
(CR-R-')( ^Sf CR>R"^q^H, f CR>R">o^OH, (CR'R^W j ^COR', (CR-R'^lg^f substituted 
or Uftsttbstitu^ed phenyl). (CR^R*^)^ (C 3-Cy cvcloalkYl), fCR*R")o^CQ^R% or 
(CR'R") p i qQR^ proup. or the sic^e chimin of any naturally occurrinfiL amino acid; and 

R^ And R" are each Indepcndentiv hydrogen, a Cy-C^ alkvU C^ -C y alkenvl, C^-C^ alkvnvi, 
or arvl group, or R* andR" taken together are a benzvlidene group or a ^CH^t^QfCH^l;;^ - 

KEOME 

1 7. (origmal) The method accordmg to claim 5, wherein each of said R*^ , R*"*, R^, R**^, and 
R^^ groups is a hydrogen, hydroxy group, a substiTUted or unsubstituted Cj-Cj alkyl or Cj-C^ 

aUcoxy group, 

al bl cl fl2 b2 

1 8. (original) The method according to claim 5 , wherein each of said R , R , R \ R > R , and 
R^^ groups is an aromatic group or heteroaromaiic group. 

19. (currently amended) The method according to claim 5, wherein each of said R^^ R*^\ 
j^a2 j^b2^ j^c2 gj-Q^pg ^ R^- ^roup a& dcfincdin dalm-^ hvdrogen. substimred or 
unsubstituted straighr or branched alkvL cvcloalkYK carbocvclie^ aryK heterocyclic, or 
heteroaryl group, 

20. (original) The method according to claim 5, wherein each of said and Y" groups is a linking 
moiety of less dian about 75 molecular weight. 

21 . (original) The method according to claim 5, wherein said Y^ and Y" groups is a direct bond. 

22. (original) The method according to claim 6, wherein each of said R} and R^ groups is 
independently a hydrogen, a substituted or unsubstituted C j-Cg alJcyl group, a substimted or 
unsubstituted C^-Cg alkenyl group, a halogen, a substituted or unsubstituted aryl or heteroaryl 

group, a substimted or unsubstituted amino group, a nitro group, or a substituted or 
unsubstituted C^-Cg alkoxy group. 

23. (original) The method according to claim 6, wherein said M group is -[{CH2)50]^(CH2)5-, 
where t is 1 to 6 and s is 2 to 6. 
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24- (original) The method according lo claim 6, wherein said M group is a phenylenediaUcylenc 
group. 

25. (currently amraded) The method according to claim 6, wherein said M arylcnedialkyleue 
group is 




wherein each R group is independently a hydrogen or is sdcolod from the group Z as defined 
in claim 5 e a subs^tuted or unsubstituted moiety selected from strai^hf ar bnanched alkyl, 
CYcjo^lkY** alkoxy, thioalkvlt alkewyl^ alkvnvl, heterocyclic, carbocyclic, arvl, aryloiLy, 
aralkvl, arylo^LyalkyL arvlflcctamidoyK a^laryl^ heteroamlkyL alkvlcarbonyi, 
arYjcarbonyl. heteroarYlcarbonvK or hetcroarvl qroup^ (CR*fi^'^^,^QNR*R'', 

(CR'R->^ CN. NO,, halogen, fCR-R">^C(halogenV (CR^R-'->^CH(halogenV 
fCft'R*^)o^^CH^(haiopen>. iCR'R^y^^CQWR'R", fCR'R^*)g^(CNH>NR'R^ 
(CR'R>-^ft ^SfO)^NR'R", <CR-R-)^CHQ, CCR^R">THflQ<CR'R">n^H, 
( CR-R--) j^QS(0}g^R% (CR>R--)g ^OfCR-R»jo ^H, fCR'R>^)g^S(CR^R^)rt^ 
fCR^R">^ j gQH, fCR'R^W^CQR\ fCR^R^^ipifsubstitytcd or unsubstituted pbeovlK 

Page 14 of 32 



PA6Et7/35*RCVDAT2a/20045:49:56PM [Eastern Standard 



F8b-09-04 05:53pm Froin-LAHIVE+COCKFIELD 617 7424214 



T-770 P. 18/35 F-080 



Applicarion No.: 10/731,463 
PreJiromary Amendrocm 
FUcd February 09, 2004 



Docket No.: NBJ-105CN 




, , ACOgR\ or (CR'R^)ft ^ pOR* ^roum or the side 



chain of any nayurallv occarring amino acid; and 




proup; a nd 
l<f<8,l<g<8, 0:^. 

26, (original) The meihod according to claim 6, wherein said M group is a substituxed or 
unsubsriiuted C2-Cg allcylene group, a substituted or umubsiituted C^-Cg alkenylene group, a 

substituted or uusubstituted C2-Cg alkynylene group. 

27, (currently amended) The method accordiiag to claim 6» wherein said M group is 



wherein 1<T<6, 0<s<6, Q<h <^^ and coch R group h indcpondcntly a hydrojyn or is Aotocted 
from the group Z aa defined in clolni S; or 





t(CR2)sOlt(CR2). 
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28. 
29. 
30. 



wherein l£yaiQ (prctorably l<y£14)» IrigSS^ 0<h<4» and (Ki£;1, and 

each R group i$ independenily a hydrogen or is sele c ted firom tho group Z as defined in dniwt 

S -a substituted or unsubs^tuted moie^ selected from waigbf or branched alkvK 

cvclQalkvl^ alkoxv^ thioalkYK alkcnyl^ alkynvL heterocyclic, carbocyciic^ arvL arvloxv> 

aralkylT aryloxvalkyL arY^cetamidoyU fllkyiaryU heteroaralkvl, a)|cY^<^^*'^'^^j* 
arylcarbonYli heteroarylcarbonY^ or heteroaryt group, (CR'R*^^q j pNR'R",, 

<CR>R-\o^CN. NO^, halogen. fCR>R">^ahalogenk, rCR-R^M^CHrhatogenU. 

(CR>R")gjo£Ha(|iatoRe^ (Cfi'R'^^g^CONR'R^ <CR'R" WCNH)NR'R^ 

(CR>R->ft j,SfO> ^NR-R^ fCR-R-)^CHQ. (CR>R-)^0(CR>R-)j^ 

(^R^R") (M^tQ)o^R'- (CR-r-)fcifl^(ca-R")^H, fCH'R")^S(Cft-R")o^ 

(CR'R^)o.iqQH. f CR^R^)^ j-^ qCQR% fCR^R^V^ftfsub^tituted or onsubstituted phenyl^^ 
tCR^R^>7 | 0^^3"*^^ cvcloaikvn^ (CR'R'*)o,|pCQ3R% or (CR^R^jp^^^QR' proup. or the side 
chain of yiv naturally occurring amino acid; and 

R* and R" are each independently hydrogen, a C fC g alkvl^ C^Cg alkenyl. C^-Cg alkvnyl^ 
or aryl gronp^ or R^ and R'^ taken together are ^ benzylidene proup or a -fCH^j^^^^^?) ?" 
group . 

(cancelled). 

(cancelled). 

(cancelled). 
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3 1 . (currently amended) The method according to claim 6» wherein said M group is 



wherein each R group is independently a hydrogen or is sdootod from the gronp Z defined in 
claim 5i n subsTituted or unsubstiwted moietv selected from straight or branched alkvL 
gycloalkyl, ^Ikoxy, thioatkyl, alkenyl, alkvnyl, heterocyciic^ carbQcyclie, aryl, grvloxyi 
aralkvU aryloa^yalkyl, arvlacetamidovK alkvlarvK faeteroaralkvl^ alkvlcarbonYj^ 
arvlcarbonyl^ hctcroarvlcarbonYlT or hetcroarvl group^ (CR^R"^)q^^^NR^R"^ 
fCR>R">^CN, NO., halogen, ^CR^R^^p ^Cfhalogenl,. (CR^R">^CHfhalop eii ). . 
rCR^R^'^ftjftCH^rhalopen), fCR-R») ^CONR'R^. fCR>R-)o^fCNHWR^R", 
rCR'R>')^(Ql^NR'R», f CR-R»)^CHQ. f CR-R")^OrCR*R»^^,H, 
lCWB^nn^ O\ ^R\ (CR-R" WOfCR-R-)^M, fCR^R-)ft _ mSrCR-R">ft ^H, 
{CR^RIH i^l^jOH. rCR'R^^Q j ^COR\ (CR^R^>Q,^4substituted or unsubsritmed phenvn. 
rCR'R'^jn^^Co cvctoalkyl), (CR-R'njnflCQ:^R^ or ( CR>R»)ft ^OR- group, or the side 
chain of any paturally occurring amino acid^ and 

R' and R" are each independently hydrogen, a C , -C^ aUiLyK C.-C^ alkenyK Cl^-C^ a^^nyl, 
or arvl group, or R' and taken together are a benzvlidene gronp or a CH^ yj OfCH^) ^-- 





group; and 



0<hS4. 



32. 



(cancelled). 



33. 



(cancelled). 
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34, 
35, 
36, 
37. 
38. 

39, 
40. 

41. 
42. 



(cancelled), 
(cracelled). 

(originstl) The meifaod according to cimm 2, wherein m-1, n==0, 1, or 2, p«0, 1, or 2, and q^^l. 

(original) The method accordit^ to claims 5, wherein R*^=R^, R^^«R^, R^^=R*^, m=q, n=p, 
and Y^=Y^. 

(original) The method according to claim 6, wherein R^=R'^, and X^=X^. 

(original) The meihod according to claim 5, wherein said phaimaoeuiiccdly accepuble salt is a 
hydrohalide salt or a 2-hydroxyethancsulfonate salt. 

(cancelled). 

(currently amended) A pharmaceutical composition for the trcotmont of for treating or 
preventine a n amyloid-related disease comprising a compound according to claim 5, 



43, (currently amended) The method according to claim 5, wherein said linking moiety is 
-(CH2)n- (wherein n is 1, 2, or 3), -m? wherein is a» defined in clnim 0 > -NH^, -S-, 
-NH'-CH2-, or -CH=CH% or combinations thereo f; wherein R3 hi selected from the group 
consisting of bYdrogen^ substituted or unsubstituted straight or branched alkvl^ 



44. 



CYeloalkvL carbocvclig, ary^ heterocyclic^ and heteroaryi. 
(currently amended) A chemical compotmd according to the formula: 




wherein n is an imerg er intef^ cr from 7 to 10, and R is Br or CO2H, and pharmaceutically 
acceptable salts thereof. 



45. (cancelled). 
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46. (currently ^m^aded) A pbammceurical composhion for treating or preveptidg an amvlQid^ 
related disease c omprising a tfterapeuttcally effective amounf of a chemical compound 
according to claim 44. 

47. (original) The method of claim 1 , wherein said amidine compound caijses in an AlThcimer's 
patient a sxabilization of cognitive function, prevention of a further decrease in cognitive 
function, or prevention, slowing, or stopping of disease progression. 

48. (currently amended) The method according to claim 5, wherein 2 is a substituted or 
unsubstimted moiety selected ftom straight or branched C J-C5 alkyU CyC^ cycloalkyl, 
Cj-C^ alkoxy, C^-C^ thioalkyl, C^-C^ alkenyl, C2-C^ alkynyl, heterocyclic, carbocyclic, 

phenyl, phenoxy, benzyl, phenyloxyalkyJ:, arylacetamidoyl, alkylaryl, hfiteroaralkyl, 
alkylcarbonyl, arylcarbcnyl» nexeroarylcarbonyl, or hcicioiiryl group, -NHo, -CN, NO2, F, CI, 

Br, I, -Cf 3^, (CR'R")o.3CONR'R^ (CR'R")a-3(CNH)NR*R", iCR' R")q^^S(0)^^2^R'R'\ 

(CR'R")o„3CHO, (CR^R")q.30(CR'R")o-3H, ^S03H,-CH20CH3, -OCH3, -SH. -SCH3, -OH, 

(CR'R")o.3COR', (CR*R")o.3(substituted or unsubstimted phenyl), 

(CR'R")Q.3(C3-Cg cycloalkyl), -CO^H. or (CR'R'%,30R' group. 

49. (nefv) The method according to claim I , wherein said compound is selected from the group 
consisting of 
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HN 

HN 

HN 
H2N 






NH 



NH 



NH 



{CH2)iO 
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NH2 
NH (7, 





'^-(CH2)f°Y^ 



NH (13) 




» > 




(15) 



(17) 




^ > 
N-/ (19) 



Br 



HN 
H2N 



HN 
H2N 




Br 



HN 
HaN 





NHj HNyA^ 
NH H2N 



•^°-(CH„s''^ 

II I 

NH2 
NH (8) 
NH 

(10) 



NH2 



NH2 HN''^^Y^'^"^^^"2)5°V'V^ 
NH (9, 





NH2 

NH (12) 



NH 



^5 

N-y 



(14) 




NH 




°-(CH.)f° 




NH 




^ > 

N--/ (16) 
N-/ (18) 




(CH2)ui 



NH 




» > 

N-y 



(20) 




°-(CH2)r°YS 

Br Bt"^^^'^**^ 

NH (21) 

H H 

'^^(CH2)4''^Y^ ""^ 
'v.^^sf^.^NHj 

NH (23) 
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NH2 



N 



NH 






n 



(25) 



H2N ^==^ 



=v NH 



NH2 (26) 



H (27) 
HN^NH2 




NH2 (28) 




OCH3 (29) 



and phannaceutically acceptable salts thereof. 

50. (new) The method according 10 claim 1, wherein said compound is selected from the group 
coR&istiag of 



I R_7 (30) 



HN 
H2N 
HN 



H2N 
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NH NH 




NH2 (49J 
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and pharmaceutically acceptable salts thereof. 

(new) The method according to claim I, wberein said compound is selected from the group 



consisting of 

NH 
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NH 




NH 




OCHs (133) 




arid pharmaceutically acceptable saiis Thereof. 
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52, (new) The method according lo claim 1, wherein said compound is selected from the group 
consisting of 



H2N 

NH 



NH 






12 



H^N NH 



V-NH 





HN NHj 



and phaimaceutically acceptable salts thereof. 
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53, (new) The mettiod according to claim 1, whejiein said compound is selected from the group 
coosisting of 
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HN 



HN 



r 



HN 
MaN 



'\rr' 

" NH 





NM2 



NH 



54. 



wherein n is an integer firora 1 to 12, 

and phannaceutically acceptable salts thereof. 

(new) The method according to claim 1, wherein said compound is selected from the group 
consisting of 

o o 

H 





NH 

NHz 
O O 

NH2 



O O 




HN 



o.o 
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and phannaceuticaUy acceptable s^Us thereof. 
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55. 



56. 



57. 



58. 



59, 



60. 



61. 



(new) The method according to claim 1 , wherein said compouad is used therapeutically or 
prophylaciically xo ireai a human in need thereof. 

(new) The method according to claim 5, wherein said compound reduces or inhibits amyloid 
fibril formation or deposition, neurodegeneration, or cellular toxicity. 

(new) A chemical compound having the following structure; 

HN 




and pharmaceuiically acceptable salts thereof, 
(new) A chemical compoimd having the following structure: 
HN 



(43), 



and pbaimaceutically acceptable sidts thereof. 

(new) A chemical compound having the following structure: 

M2N (44), 



and pharmaceutically acceptable salts thereof 

(new) A chemical compound having the following structure: 

H2N (45), 

and pharmaceutically acceptable salts thereof 

(new) A pharmaceutical composition for ireaiing or preventing an amyloid-relaied disease 
; comprising a therapeutically effective amount of a chemical compound according to claim 44. 
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